H III # Jr 

JAPAN PATENT OFFICE 



PCT/JP03/11548 
1Q.09.03 



:h t — X- ^ ^ t ^m^ir ^ o 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m ^ n B 

Date of Application: 

m m ^ 

Application Number: 
[ST. 10/C] : 

m m' A 

Applicant(s): 



2002^ 9^110 

#M 2002-265622 
[JP2002-265622] 



REC'O 3 (1 


1 OCT2003 




PCX 



I 1 



PRIORITY 
DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH RULE 17.1(a) OR (b) 



Commissioner, 
Japan Patent Office 



2003^10^170 

^^4 




2002-265622 ^-v : 1/ 



YAM023186P 

mmmwf'^m] cm i/oo 

[ftSy#^l 000006677 
[IScSU#-^l 100090251 

[ilSlJ#-^] 100089200 

[M^Lfc>ft;iaA] 

[mSiJ#-^l 100109357 

{"f-m-^m^-^} 017813 

21.000R 



miE#2 003-3085437 



2002-265622 



^-P: 2/E 



mm^ 1 
mm 1 
mmm i 
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mm 2002-265622 



^--J: 1/ 



m'^m-^2xm^fi^r^ymMmxiim^m-^4xm^i^ 
m't^m^^^-rt°')^y^vx^h. ^ ym^is^mmRvyxit^ 

mim 5 ] mim 1 ~ 4 <^v>-rti,:6^-:^tcfa«o*-ij ^t'^ k^h^l 
[if 6 ] mim 5 tcffifgoiam, xii-eomm^. ^i^^fb-a-i^ t * 

V >#S3iHfl^J;^ u - - > i5^:^&o 

10 0 0 1] 
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^-i^: 2/ 



[0 0 0 2] 

m.m^j:itmm^^W)m:BMx-h:h t^m^fi i mmmji . 1 9 9 9^, ti4 

2^, ^5-^, p. 3 8 5-4 0 4 ] ^ -€-O^Ht32: oT. IP 

[0 0 0 3] 

• V— ••>^T— (C. Ronald Kahn and Gordon C. 

We i r) ^mmm, ms^m. r>^'3^'; ^-nm^^j , g^^^i^^Ay 

^iTyj 1 9 9 5^, p. 245-268 (0^WfXm2) ] o 4-B<^BI 

oi:L-r> ;?.;i/.i^^;i"^7ixr (SU) ^J>6^^ffiv> ^>tLTv>;&o ^<DmMit. 

^ibtLTv>;g, [i/- ' ui-)VY ' i3~yw^-y> ' 'y- • ^r- (c. R 

onald Kahn and Gordon C. Weir)^, ^WMM, 
'f&S^f^, r>^3;^y :^lim^^J , g^^l^-^A^^f iS^rV^r-, 1 9 9 5^^ 
, p. 505-525 mmW^Scm^) ] o =efeoT, 1f14KJi^lftL$IXii;^^^^- 



miE#2 003-3085437 



#® 2002-265622 ^->^: 3/ 

[0 0 0 4] 

^fclCj:>2,>f >mRNAS:Oii»^^fbttTV^;5 [ \^ ' -J^-±)V "^r 
' /^4irU-Ji]}V ' {The Journal of Biolo 

gical Chemistry)J, , 1985^, ^260^, p 

. 13585-13589 {^mff■XW.4:) ; • v^--^;v • Hr-r • t 
' 'y^:^}>V- (Th e Journal of Biologica 
1 Chemistry)], (^M) , 1985^, ^260^, p. 135 
9 0- 1 3 5 9 4 {^mVf:Scm5) ; Rlf \^4r\£-f-^ -X (D i a b e t 
e s) J , {.^m) , 1 9 7 7^, ^2 6^, p. 538-545 {^Vf^XW, 

6) ] o ta&oT. >mRNA*iiJp$^^^!^g iM^^t. ^yTs^jy-f 

n-t-^-Mtt^ii5^:&-fr^t?®) V >"^fi^ii*^$^^^f^ffl=^^■r 

[0 0 0 5] 

^<2rr?iWO 0 2/4 4 3 6 2-^/^°>7l/'7•^ (#It^mi) ] o L;6>t. R 
[0 0 0 6] 

a^<2rigwoo 0/5 0 5 6 2^yN->7vy h (#ii=:i:it2) tc{i, mm^m 

woo 2/4 4 3 6 2-t^N*>7V^7 h t3P?i^i^$*tTV>;& YRZJ^^ y Y^m^-t 



mU^2 003-3085437 



#® 2002-265622 



-^-v: 4/ 



LT. m-'<7)0^w^<omB. m^m^^tf) ^nmLx^^^o 
mmwf^mm^mm 1092727 A-^mmm mwicms) Rx/mm 200 
1- 1 8 6 8 8 8-^<^m mm^:scm4) kh. h^##i:isi-<^r ^ 

IB^J ^^i-'S 'i^ V K - Ki- ^ D N A . ^Stl^-e tLj^^n - Ki" 5 

S^<2rPawO0 1/3 2 8 6 4-t^N->>'l^.y h (iNpf^^Ztm 5 ) . S^<2rliW0 
0 1/3 6 4 7 3^^-^>yUy h (i^f^^lfcit 6 ) ^ B^^^WO 0 1/4 2 2 8 

8■t^^•>■7^y h m^xmi) . ;?5.?/ii^<&igwo 0 i/a 792 g^^-^yy 

^-ff- K=S:3- K-f-^DNA. 2Sir>''etL;6s=i- K-T^^t^T 5 ym@fi^J:6^fim$ 
[0 0 0 7] 

rH-^^J , 1999^, ^42^. ^5-§-, p. 385-404 

-y- ' ui-)l^}^ ' ij->JRX/=f-y> • -y- ' T- (C. Ron 
aid Kahn and Gordon C.Weir)^, ±mMW^, 3 

^m, [i^a:^v>m^m^] , m^mm^-i^'7-( 1995^, p 

. 2 4 5-268 

-y- ' u-f-JX^V ' i7-yRxr::r~- . zy- . ^ (C. Ron 
aid Kahn and Gordon C. W e i r) M, ^^MW^, i&3 

mSE#2 003-3085437 



2002-265622 



^-i^: 5/ 



^m, \'i^3:^^)>'mmm^^ . m^m^j^^'y^^yv:^-, 1995^, p 

. 5 0 5-525 

. . . /t^:tni;:^;v - (The 

Journal of Biological Chemistry)J, 
m) , 1 9 8 5^,^2 6 0^, p. 1 3 5 8 5- 1 3 5 8 9 

mm^-xm 5 ] 

. . • yNM:^-nv^:^;V • -Jr 5 ;^ j. 1;- (The 

Journal of Biological Chemistry)J, 
m) , 1985^, S260^, p. 13590-13594 

rr-i'Tlf-T-'f -X (D i a b e t e s) J , (*B) , 1977 
^, ^26^, p. 538-545 

mwf^xm 1 ] 

a^<&KWO0 2/4 4 3 6 2-^/^>y\yy Y 

s^<2rr?gwoo 0/5 0 5 e z-^^-^^yvy v 
mmnmm^^mm 1092727 A^^mm 

2001-18688 8-f-^^ 
m^<^mWO0 1/3 2 8 6 4-^^^>yUy h 

mm<&mwo 01/3647 s^^^yyi^y y 

m^<ikmWO0 1/4 2 2 8 S-^^^>yUy V 
m^<^mWO 0 1/8 7 9 2 9-^>^^>yU y h 



ffiiiE#2 003-3085437 
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^-v^ : 6/ 



[0 0 0 8] 
[0 0 0 9] 

mm ^ mm- ^tz^b <D^m 
mM±iz^^^y^^^M Gi'^^^^^m^m^mi^ (gpcr) ] \,z 

^hi^Lx\^^^m<om^mx±.i)^. mimmM\z:^^^>^^^n^nmhvx\i^h 
'&L<DM^^mmiii-j:^m^t^x.^o «feoT. mumz^^-f ^ ^ ^ ^-^ ^ ^x . ^ 

) on^ii. ^ >::^v y^^mm^^^t\^^')mmmmmmmmzt':^x^'^ 

KSMx^^. m^mo^mt^wjznmt^'h(^t^^htL:ho 
m.±m^(Dm^. mm^-^ 2 xm^n^ r^y mMm^^ ^ ^sr ^ g p c r ib^^mt 

Lfzo 

[0010] 

[1] (1) mm^-^2xm^fi^T^ ymw.nxiiw.'^m-w^xm^fi^^r^ 
^miE^j^^^^j'&^'u^T'f- h% ^-sv^i, (2) m^m-^2xm^in'^r^y 

aj|jE#2 003-3085437 



#M 2002-265622 



7/ 



mir^v ^-f^ Yxhh. 4 yy. V ym^iSiMMRxfXXii^ y:^ y^mMlm 

:5.tJ^VX{i'f >;^';>^*ii»J;^^^';-->i5^^7-;v a:i.T. [1] ~ [4] 
},zmm<D-( y:^ ym^^Mn:^xf/y^\,t^ yy. 'j ^-^iiiti^J;^ ^ u 

[5] [1] ~ [4] icffim<7);}?i;-^7'^K^^JSUTv^<?,lfflj!&-e^^. -r>;^ 

[6] [5] lcfBm<^«. Xfi-eoTOJ^i:. ^>fk'^tft*^B*$-^^XS 
> [1] ~ [4] tC|BmosJfi;v-^yf-K,&J^^'fb^tL;5>;&>S;&^«r^*fi-^X 

[0 0 1 1] 



aiSE#2 003-3085437 



#M 2002-265622 ^-i^ : 8/ 

[4] K%m.<r>^')^'ff-\'. xti [5] Ktm,(r>mm,<o^ ^i^7.^)yM^%^ 

[0 0 12] 
[0 0 13] 

(1) ^'v^-f^vm:^^v--y'^y-)\^ 

(i i) ifi^j^-^ 2 x-m^ fi^r^y mMnxitmm^-^ 4xm^fi^r^ y mm 

(i i i) is^j#-^ 2x^^fi^r^y mw,mxiimmm^ Axm^t^^r^ym 



tBiE# 2003-3085437 



002-265622 



- ;v ffl ^ y ^ K i: f ^ o 

[0 0 14] 

U - - jff V ^ T'f- K<30 1 ^ . SB^J#^ 2 t^^^^ fi^h T 

#-t4tr^$tt;5»T^ y^iS^J^d^fb^-S^^y > fi5^<55'-Ki; ^7*^ Vtii. T^y 
^ifi^!j<^)Jtfclc43V^T 8 0. 6 %<D-^m^'t^-to 
[0 0 15] 

55:^5, 2|s:ig^»tc*5lt^|{rfB fffilSIttJ tli^ BLAST (Basic local alig 
nment search tool; Altschul, S. F. h, J. Mol. Biol., 215, 403-410, 1990 

) r^jmw,n<^mwimt. blast^^t;^^* 

VXA^m^^rmE.-t^^t7b^T^^o Mri^^i^it. BLAST/>*-y^-v (sg 
i32bit)S, /^'-V3 V2.0.12; NCBIJ:OA#^) Ob 1 2 s e qyu^/^A (Tati 
ana A. Tatusova:S.tHThomas L. Madden, FEMS Microbiol. Lett., 174, 247-250 
, 1999) *fflv^ -ry yt)i^V/^y :>i-i$'-\,z^'oXM-iii't^^t7b^-T:^^:bo 
U'<X'T9^>;^>V ' yN'^^-iJ'-i: LT. 'fuyyA^[b\ast pj 
Sr-eefflt. G a pifXC 0 s t^t: TOJ G a p#SC o s flit's- fOj t? 
^ Qu e r yMMf^y )V^-tLX TSEGJ Ma t r i x h Lt TB L 

OSUM62J ^■^fi^ti'mmi-^o 

[0 0 16] 



ttilE# 2003-3085437 



#® 2002-265622 



: 10/ 



o 

Hm^^^^^J'-t. Hifffi^Vp?i^ V:^^K^'^t^\/^n> ^^-;^Mflm^^J'^^'- 
ef^®^mLf3j?ffl|ja (3>hn-;viBJ3a) tC:i3tt'S^#^ff?l^4'0 V^^-tJ'-yf^tt 
I' Jt-<T. mifi'-J^" K ^ 3 - Ki-^ ^ ^ 1^ :t ^ Y^^ts^m^ 

[0 0 17] 

'fbi^tL, T5Etiv;^"^;V76*^S5t$tL;2,C:i:765^ib*trv>;5> (Milano, C. A. 
Science. 264. 582-586. 1994) o 'fti:t>%. G iJ' V 



tfiiE# 2003-3085437 



#M 2002-265622 



^->^: 11/ 



C: i: J: i) . T rTjz;^ > (^^-g-lz J: *®Mb 1 1^1 D^ratcf^tt-fb^ ttTV^ 

^ o 

[0 0 18] 

ri~l 5'l@> J:«9^tftL<(±l~l 0^@^ llt;*f^b<{±l~71i. 

L < {± 1 ~ 51@) . m7L\S.. 1 -ic^fiOT 5 y ^765^5^:^. gm. #A2^r>V3l(i 

#JP^ ttfc T 5 y mS2?!)>6^ ^^«9> L>$>^). ^^^i^^ifStt^^l- c: i: 

[0 0 19] 

mk\t. m^m^2-r:U'^^:^r ^ JWmWhtih^^^) ^y'^ Y(Dy± Wzii 

K'&t*;6^'^^tL;5,o 5^*5. :$:?l#a»ici3V^T \m.^m (variation) ^{i, (WI 
[0 0 2 0] 



ffiiE#2 003-3085437 



#® 2002-265622 



^->^: 12/ 



c kf h - y 5^ ^ ^tf ^ c: § ^ o 
[0 0 2 1] 

<{i9 8%^:ii_t. t<{i9 9%m_L<^ffiiBitt^;t-r'5>T^ym@e^J^^^ 

[0 0 2 2] 

. -Mx-t^. B^^PflWOO 2/4 4 3 6 2^/n*>71x<;/ MC|£m<^:^i*t^t^&c?T 
[0 0 2 3] 

(2) mBm:^^V-->:^'y-)i^ 

i; - - > ^ i; ^ y ^ K «rl&^"t ^ ^ ^ 7&^^ <b tLT ^ ^c^O^I^X 



£BfE# 2003-3085437 
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^-v^ : 13/ 



(ii) mmmmm^mi^i^mLx\^^:hMMt&^mm.;Rt>* 

(iii) mm^y^'^^n^^m.Lx\^^:hfmm^mm 

[0 0 2 4] 

i 19 > m^mm a^t l < t<(i293-E b n a^bs) 

[0 0 2 5] 

K ^ n - Ki" ^ .i^ V J? iJ^ :t ^ K i:^tf^m^ <D^X^^ir a *fflJ3a-e^> ^ 

> @^<&I8WOO 2//4 4 3 6 2 -^/n'^ 7 1^7 b lciBm<^:^^(^=e&oTMit-r^ 
[0 0 2 6] 

ijr i; - - ^ ^ - i; y ^ ;^ V - ^ > ^7 - ;i^ffli8!a «r ffl 



ttJSE# 2003-3085437 



# M 2002-265622 



^-v: 14/ 



) SrXi^u-^Vir"r^c:t;6^-e§;5>o ^fetw^^T^widt::. ';-->^^u/- 
[0 0 2 7] 
[0 0 2 81 

-J-^XhU-^^ (Terrett, N. K. h. Tetrahedron, 51, 8135-8137, 1995) 
KiioXn^ofifz^t^m^. ^-Sv>ti, yr-z^' -rHJ^-fU^W: (Felici, F. 
f>, J. Mol. Biol., 222, 301-310, 1991) i^irBmLXi^^^fifz^ > 

>:^v y^mmi:^^') -^>^y-)\^KX y)M^^nfz^[:^<^ (^y^ K 

t:^tf) ^\:^^xi>t^^^mzi\^mLfzit^m (^"/^K^r-^tp) ^m^^^ 



tbiE#2 003-3085437 



#^2 002-265622 



^--J: 15/ 



[0 0 2 9] 

1) TOi*ic AMPitE<^^i&^^t:^t-f^;^i^ mr. cAM 

[0 0 3 0] 

^i'i7^j:^tzm^\izit, miH (i) ~ (iii) (DmMn^mm^ :^ ^ V - ^ > 

[0 0 3 1] 

1) c AMPm^^ V-=-:^^'^^ 
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#M 2002-265622 



^-v : 16/ 



c AMP mm<D^W}^^mt-t:h:^§tm(r> c ampm>^^ v -->'^^:^&-e{i. 

10 0 3 2] 

*fflv^-c> 1:^6^1- c AMP ztE<7)^<l:^^>W'1-^c:^^-ei^L. ^^sv^fi, 

m^O^ife^J 4 tc^i" J: ^ ic. c AM P T^m^'^^\^XUn-m.ii^m% $ tt^it^E 

[Mx.{f. ;i^v'7ji7--tf<^itf5-T-0±miCc AMP^S^IB^J (CRE) 
ALfciKsT] Ote^^fStt^r^S'Wi-^vrttcjiO, r^J|6<Jlc c AMPjiJ^O^^ffc 

[0 0 3 31 

oc AMPjiE;&*JL#i-tL{f, ■irfaiief^'fk'^!^t±> 

rr> hn-;v^|gp«g<7)c AMP^E565Ji#L^rv^ii:$r5iMi-'2)Cli:;&^$ft tv^ 

O 



ffiiE#2 003-3085437 



2002-265622 



^--J : 17/ 



[0 0 3 4] 

■^M<D c AMPSIJ^^ y h (Amershamtt^) =Srfflv^-C, E^S^t^ c AMPitjg 
0^^biSr:a';R^-rsc:i:tcJ: V ^"/f- K^f&tt'^b•t 

fz^^ 1 mmo I XL- I BMX (3-isobutyl-l -m e t h y 1 x 
a n t h i n e) /DMEM4 0 0 LSrtPx.. 5%C02^^T> 3 7*0^1 
O^m^ y-t^ho Immo l/L- I BMX/DMEMl 0 0 

\ x-^m.Lfz^mit^m (^jaj^. -ft-g-i^. ^-^^k. xtitnif^^) ^muL 
MP»^> timo c AMP y V m^if. c amp mm-^^ryt^^ ( 

cAMP enzyme immunoassay system; Amersham pharmacia biotech1±) ] ^rfflv^T 
Wl^-t :h o UM^^t^^^^T ^m&i ^ c A M P S:(D±mmm ^ flfz^ 

[0 0 3 5] 

c AMPmmim^Lxnw^m-^m$^^fL:hm^ir<D^w^m^^^^u 
&^Kc AMPmB.<7)mt^^^-t^^t\iZX i9> V ~^y^y-)i^m^°v^ 

^>Vy-)Um^V^'f^V^:=i- Ki-*itfS^i:> c AMP jSmtc-fS^LT^ 
^»56^'PIU ^ tL^ atfS?- [^J X. ;V V -7 ^ - -If c AM P JS 

(CRE) «r#AU7^:5t<5i=-;l^x.{f, p C R E - L u c iJ' - (CLON 

TECHtt) ] t^mxLtzmm^. mi^'f-rnxLtz^, 1 8-2 omm^mL. ^ 

MX^WiLfzm.mt^^^i}Ux.. 5%C02^^T^ 3 7VX5'-6mm^>^ 
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^-v: 18/ 



[0 0 3 6] 

2) GTV y S^-^m.:^^ '^'^'f^ 

GTPyS^-^^ (Lazareno. S . 25.0'"Birdsall, N. J. M., Br. J. Pharmaco 
1.. 109. 1120-1127, 1993) ^spJMLT. >f U vM^tSB^J 25.^^^/31 ti'f > 

-^'m^')^'f'f'Y^^m'^'^fzmm.^^. 2 Ommo 1/L-HEPES (p 
H 7. 4). 1 0 Ommo 1/L-NaC 1. 1 0 mm o 1 -M g C 1 2 
> :S.y*^5 0mmo \ /h- GV>VWu^mm.^-^\ 35ST-^|t$ttfcGTP 7 S ( 

4 0 0 pmo 1/L) tm.'ki-ho umt^m^^TtnmY.^m^^-rt-x^ 

[0 0 3 7] 

GTP7 sm-^m^mmt^^mmGT'p y s^^mj^^v-^^ifiimx- 
(DmmMtnmt'^mt^^m^^^iM. ^xf-^^m.m.tm'kx.fzGT'p y 

[0 0 3 8] 

3) ')if>Ym^m:^i^^)-:^>'^1i^ 



2003-3085437 



200 2-265622 



y : 19/ 



[0 0 3 9] 

-f^v^^mt-t^hmM (t-^t?*,. Tr/->?.h) '^y?.^!;-- ^ij^'i-^j^^tc 

[0 0 4 0] 



miE# 2003-3085437 



2002-265622 



^->^: 20/ 



-)mmm^mxLfzw^. i8~2onf^^^l. i^^x-^m.\.fzn.mt-^m-^ 

[0 0 4 1] 

::K^^)-=.y^y'-)vm-^^)^^^V^^mt't^mn DNA. 
[0 0 4 2] 

•e. ^mi'fzmM^m?Mt't^^t7!)^h^j:^. '<>:^v ym^i&mmRVy'Xit 
^mm-r^ ^ti)-^fj:;b. y:^ u ym^'i^mmRi^yxa^ y^^ v y^&m 

maE#2 003-3085437 



#M 2002-265622 



^-i^: 21/ 



[0 0 4 3] 
[0 0 4 4] 

[0 0 4 5] 

::^ir^)^:=.-y^y^)vmr^')^f^v^mmt-^^mn m^\f. dna. 



ffiiiE# 2003-3085437 



#M2 002-265622 



^-v^: 22/ 



[0 0 4 6] 
[0 0 4 7] 

mi\t^ %mz.'^^x. x-^'&fi:^m^\>x'A(r>m!m. m^\t. m^mk m'm\ 

mu<Dfzt><DwmMm\t^ Mx.tf. ?L?i^j. mm. vn^/^/^^j. 
j^i>^<o«n^j. m^\-t. mmm. ^mrn. -^^n. x\mmm^^^'f 

[0 0 4 8] 

<0v#?^^JX«M^^JO^f^J 1 1 T (i^ -B^J X. T'n li' V > i; - -i^ 
f^ixVi/i; {mk.\t^ ■^^)--zrm . T;v=i-;vm (Mx.{?> ^ 

^ X{i'i^vy;v^-h8 0^^'^tfC:i:;&«-ei>6o *trlBa^«^(i> M 



mSE^ 2003-3085437 



#M 2002-265622 



^->^: 23/ 



[0 0 4 9] 

iCiJV^T. IBtCo^^tO. 1 ~ 1 0 Omg. Sf^ L< {±0. l~5 0mg-eab 
'So ^mnlSt-^om^. ^MM<DM'X-it. IBtCogO. 01~50mg. 
L<{iO. 0 1 - 1 Omg-e^«2>o 
[0 0 5 0] 

m^i-^i><DXli^j:\^^o 'Sj^S. m^m^^j:^^m.^. ^^<D:^m CMolecular Clo 
ning-A Laboratory Mannual", Cold Spring Harbor Laboratory, NY, 1982^) 

[0 0 5 1] 

mmm i ] 

m^^&mWO 02/44362 7 Y OHMM 1 t'fS«<0¥Mt't^o 

ie^J#-^lT^$tt^:^*@e^J^:#f '2)DNA=S:^#L, pEF-BOST* 
7;^^Klc^AL7t (i^isT. y^;^^ Kp EF-BOS-NA^^f'S) o 

le^JH-^ 2xm^fi^r^ y mmm^ <b ^ -^y^ k ^ n - K-t '?>^s 

DNA^r^XLfcp EF-BOS vj?'>?-;l/v-i5'^>>^77yt?'7'^:^^ K (J^Jl 
"Z^;^^ KpEF-BOS SSF-NAt^s-t^) Sr^jtLT^io Clttti, 



aJiE# 2003-3085437 



#M 2002-265622 ^-i^ I 24/ 

[0 0 5 2] 

mmm2] 

Nature, 284. 26-32, 1980) , mW-B^i^^^itLt LXmhti^mMii<7)i^:^ (c 
i>^mK^^LX\^>^ (Diabetes, 44. 1002-1004, 1995) o ^fih(Dmi1^K. 

ft;hWM i^mnmxii. - 34 2 3 7<Dmm^mmLfzo ^ib\ ^^<d 

+ Ht^ Proc. Natl. Acad. Sci. U.S.A.. 95, 11572-11577, 19mz^^ixfzm 
^±<Dm^mt&.^.^U'r) l^h^yADNA (Cat. No. 6550-1; Clontech 
tt) ^fflv^T 5' ffilJlCH i n dIII-9--r 3' HJ frc N c o I -9- b ^^T' ;& J: 
dtcLTJj^V^7— If^^ilSJ^. (PGR) liZX^mmL. y°^X^KpCR2. 
1-Topo (Cat. No. K455001, TA^' n-->'^^v;^r A; Invitrogen^l) H 

[0 0 5 3] 

^ P C R <^iiiliS^#{±^0® 19 tr* ^ o D N A >; p« 9 - -b* (Ampl i Ta 
q DNAsKV^ 7— If; Applied Biosystems^t) =^fflv:»T> 1 ^f-Y ^J' ^I'^/i 0 > 9 
4'C-e3 0#^> 2 2^:iIDNA^^^i^^4t^ SS^-CSO^r^^ T'^-Y"^-:^^ 
^LfzimKD^AKT^-->)y'if^^. Bl^7^§. 7 2t:■el^rH1^ DNA# 
ftKJS^-^fvTo ^fi^3 0-^^ ^ )i^m^MLfZo PCRtcffiv>/i7'^^-7- [I 
n s 1 7 (h) RXfl n s 1 9 (h) ] om*BB^J=Sr@e^J#-i-5 :5.t>*6 tc^-to 
[0 0 5 4] 

iiiliIif>T-:*^i>n-->i^*$tLfcy^>5.^ F=^. MI?I0^H i ndlll ( 

mm)n^m^mL. ^Vv'^i^-- lfiHKT«r#tf/7:?^^ K (Cat. No. 306-048 
31, ;v>'7ji9— i?^^'i5^~pGV-B2; m^'fv^) o;vV7Ji^-^fit<5T-<^r?i 
KX^N c o 1-9-^ h t-eo 5' isfLiw-figf i n dIII-9--f h i:OP^ 



ai|E#2 003-3085437 
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{i> -JT^^i/^ — ^ (dideoxy terminator) J: DN A v— i>'^ 

^^■9— (ABI377 DNA Sequencer; Applied Biosystemstt) ^fflv^X^^L/Co 

^ L fzmmmm ^ se^j#-^ 7 ic:^-r o 

[0 0 5 5] 

^Oi^twLT. y^y^') >yn^-^-V.ix°-i5^-7°^7. ^ Kp I n s 
-L u c 3 8 0 (mTs T'-^;^^ KI n s P r o t^^-^^h) =Sr«^L/co 

[0 0 5 6] 

<Se^'J#-^ 2 T'^ ^ ^ T 5 y mse^iJ^^ ^ ^ ^ >K V ^ K<^3tf!ll&iaic J: ^ 
>- V > 7" n ^ - ^ - V - iS^ - fgtt<^>^<b> 

Wm^^ 2 T*^$ tt<5, T 5 y mSE^J56^ P> 3& ^ U ^"/^ K<^-t * > -b > 
v^^-<^lo{±, c AMP't'ab'?)^ t:*^^fetLTV*;E> (11IP^<5-MW0 0 2/^4 4 
3 6 2 ^ -7 V -7 h <7)^it^!) 4 #He) o 

2p:||Jfe^?llT-ii. @B^J#^ 2 tL^ T ^ / mSB^J^^ 3& ^ -i^* ^T'^ K<^)it 

[0 0 5 7] 

ee;^-/^-^;, v>>;^#^m;^N I T im (4 x l 04m/'i7J^;u 
;ATCC:CRL-2055) ^®^L. 1 0 %4^11&iBJfiLyt (FC S) ^-^tf 
F - 1 2 :^Afe'=f -C— Hjfe^^ t/vrm. b9::^;^-7ji^'>3 Z^^m^ (FuGENE6: Boeri 
nger Mannheimtt) «rffl v^T. mTlBm^l ^'^y^^KpEF-BOS SSF- 
NA (lOng) tmim2X-^^\^fzzr^7.\Vlns'P X o{lng)t^m. 
i^^^XLfZo n>hn-;VtLr. y^;^ ^ Kp E F -B O S (n^h 

n-;i/ffl0^^^i5'-) iiT'^;:^^ KI n s P r o t^Mi^=fmXLtio itfS^ 
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\£yijZ^-Zy^^y y ;y^^y(Zy^) RX/MM^Wi (ML3000 microtiter plat 
e luminometer; Dynatech Laboratories^) ^fflV^TSfl^Lf^o 
[0 0 5 8] 

^KpEF-BOS S S F-NA=^#Ab/imT{i^ 7°9>^5KpEF-B 

m^fi-tio ho t -T-;^ ^^c<^:*^{^, p = o. oois-c^otzo 

tJgo T. @£M#-t 2 -e^ $ tt;!, T ^ y miB^o^ei- «b ^ ^ ^ v K^jifiJ^m $ 

[0 0 5 9] 

{i> -(y:^')>^A (^^m mmti'j::ht^K.hiifzo viciT'v^d \r^=- 

[0 0 6 0] 

mmn c AM p ^m<Dmt'^^m t Ltz, mm^^ 2 -e^ $ tt;s r ^ y mmm 
^mtmx-it. m±mm.tLx. iihj3&BWflia5^HEK2 9 sMUJ^y;^ 

^^•y . /^^^^ )i':^(r>EB'NA-l^i^=^imXLtz2 9 3-EBNAm ( 
Invi troge ntt) '^'Is^ffl Uf^o 
ay^yy:^^ h Lfc9 6;rC7'U'- MC2 9 3-EBNAiifflJ3a (1X1 O^m 

maE#2 003-3085437 
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my^^)^) ^mmL. l O %4^l&IBlfiLVt (FCS) 

(DMEM) ^T~m,i^mLfz^. Yy>:;^yju^i^a>UM (LIPOFE 
CTAMINE 2000; GIBCO BRLtt) =S:fflv>T. 1515^8]^ t^T" "7;^ 5 KpEF-BOS 
-NAXtiT'v;^^ FpEF-BOS (n > h n-;vffl(^^--?^ ^ -) 0. 0 1 
ngi:pCRE-Luc^i^^~ (CLONTECHtt) 5 n g h =Sr jt^sT^A Lfco it 

'EKl 8-2 0^^^#t. :^«b-e#fiL7^^^i^<t;'^%^Sn£ 

. 5%C02#^T. 3 7t:-e5~6^l^^>^jt.^- ht/io :^%=SrBR5IU 

g (ML3000 microtiter plate luminometer; Dynatech Laboratoriestt) ^fflv^ 
[0 0 6 1] 

-d^-^'m.<r>±.^\,zn\^. ^it^m^mKii^. -fy^^^ kpef-bos 

±# ^ ^ i: i tLff. iE5"iJ#-^ 2 ^ tt^ T ^ y mWMii^ ^ ^ 4^' 
yj:. Wm^^ 2-e^$tt;5T^ / mia^J ^: ^ ^ V ^ -/-^ K =Sr|§m $ ^fzUm. 

[0 0 6 2] 

immm 5 ] 

m7b^h^j:^^°V^'f'^VRXJ^':fy7.^ KI n s F r o ^#AU y.'>V'-^>^ 
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#0 2 0 0 2-2 6 5 6 2 2 ^-i^ I 28/ 

m2Rzf3mm) m^mmm^^y:^^ ki n s p r o^mxL. ^it^m^wm 
y-fu^-^- m^n Wi^m <r>mw hx^x^^m-m-r^^h-h^x^^ho 

[0 0 6 3] 

(LIPOFECTAMINE 2000; GIBCO BRLtfcX(iFuGENE6: Boeringer Mannheimtt) 
v^T. ^IIM2T*f^mLfc:/7;^^ KI n s P r o (1-1 Ong) «r^AL. 
9 6:a:-7'V- M'MSL/Co bT{i> 1 0 %4^l&miflLVt (FCS) ^Sr-^tf 

, (DMEM) XiiF- l-2:^^fe^ffiV>fCo JtSfi: 

. 1 8-2 OB^ra^^aiU :^^feT?^f^t7t^il^b'^tJ=S:in^> 5%C02^^T 
. 3 7r:t?2 4^^-r>^^^-hLfCo mmMm^ (SBH^?#^ 

(tf:y ?&v^->'§Bfe^^;' h ;mf¥^>^) Wrn'm^n. (ML3000 microti te 
r plate luminometer; Dynatech Laboratories^) =S:fflv^TSlJ5ELfv:o ^^it'k 

[0 0 6 4] 

mmA:^Rxf%mmb^^^^^t>^x'^i^^^t\,zi.\)^ @e^j#-^2T' 

[0 0 6 5] 

[l&WO^:^] 
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[0 0 6 6] 
[0 0 6 7] 

<110> Yamanouchi Pharmaceutical Co., Ltd. 

<120> Screening method of agents for increasing insulin content 

<130> YAM023186P 

<160> 7 

<210> 1 

<211> 1008 

<212> DNA 

<213> Homo sapiens 

<220> 

<223> Inventor: Ohishi, Takahide; Koizumi, Tomonobu 
<220> 

<221> CDS 

<222> (1)..(1008) 

<400> 1 
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atg gaa tea tct ttc tea ttt gga gtg ate ett get gte ctg gee tee 48 
Met Glu Ser Ser Phe Ser Phe Gly Val He Leu Ala Val Leu Ala Ser 
15 10 15 

cte ate att get aet aac aea eta gtg get gtg get gtg etg etg ttg 96 
Leu He He Ala Thr Asn Thr Leu Val Ala Val Ala Val Leu Leu Leu 
20 25 30 

ate eae aag aat gat ggt gte agt ete tge tte aee ttg aat etg get 144 
He His Lys Asn Asp Gly Vai Ser Leu Cys Phe Thr Leu Asn Leu Ala 
35 40 45 

gtg get gae aee ttg att ggt gtg gee ate tet ggc eta ete aea gac 192 
Val Ala Asp Thr Leu He Gly Val Ala He Ser Gly Leu Leu Thr Asp 
50 55 60 

eag etc tee age eet tct egg ecc aea cag aag ace ctg tge age etg 240 
Gin Leu Ser Ser Pro Ser Arg Pro Thr Gin Lys Thr Leu Cys Ser Leu 
65 70 75 80 

egg atg gca ttt gte act tec tec gea get gee tct gte etc acg gte 288 
Arg Met Ala Phe Val Thr Ser Ser Ala Ala Ala Ser Val Leu Thr Val 
85 90 95 

atg ctg ate ace ttt gac a^ tac ctt gee ate aag cag ecc tte egc 336 
Met Leu He Thr Phe Asp Arg Tyr Leu Ala He Lys Gin Pro Phe Arg 
100 105 110 

tac ttg aag ate atg agt g^ ttc gtg gee ggg gcc tge att gee ggg 384 

ttJiE#2 003-3085437 
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Tyr Leu Lys He Met Ser Gly Phe Val Ala Gly Ala Cys He Ala Gly 
115 120 125 

ctg tgg tta gtg tct tac etc att ggc ttc etc cea etc gga ate ecc 432 
Leu Trp Leu Val Ser Tyr Leu He Gly Phe Leu Pro Leu Gly lie Pro 
130 135 140 

atg ttc eag cag act gee tac aaa ggg cag tgc age ttc ttt get gta 480 
Met Phe Gin Gin Thr Ala Tyr Lys Gly Gin Cys Ser Phe Phe Ala Val 
145 150 155 160 

ttt cae ect cae ttc gtg ctg ace etc tec tgc gtt ggc ttc ttc cea 528 
Phe His Pro His Phe Val Leu Thr Leu Ser Cys Val Gly Phe Phe Pro 
165 170 175 

gee atg etc etc ttt gtc ttc ttc tac tgc gae atg etc aag att gee 576 
Ala Met Leu Leu Phe Val Phe Phe Tyr Cys Asp Met Leu Lys He Ala 
180 185 190 

tec atg cae age cag cag att ega aag atg gaa cat gea gga gee atg 624 
Ser Met His Ser Gin Gin He Arg Lys Met Glu His Ala Gly Ala Met 
195 200 205 

get gga ggt tat ega tec cea egg act ecc age gae ttc aaa get etc 672 
Ala Gly Gly Tyr Arg Ser Pro Arg Thr Pro Ser Asp Phe Lys Ala Leu 
210 215 220 

cgt act gtg tct gtt etc att ggg age ttt get eta tec tgg ace ecc 720 
Arg Thr Val Ser Val Leu He Gly Ser Phe Ala Leu Ser Trp Thr Pro 

miE# 2003-3085437 



#^ 2002-265622 



^--J: 32/ 



225 230 235 240 

ttc ctt ate act att gtg cag gtg gcc tgc cag gag tgt cac etc 768 
Phe Leu He Thr Gly He Val Gin Val Ala Cys Gin Glu Cys His Leu 
245 250 255 

tac eta gtg ctg gaa egg tac etg t^ ctg etc ^c gtg gge aac tee 816 
Tyr Leu Val Leu Glu Arg Tyr Leu Trp Leu Leu Gly Val Gly Asn Ser 
260 265 270 

etg etc aac cea etc ate tat gee tat t^ cag aag gag gtg ega etg 864 
Leu Leu Asn Pro Leu He Tyr Ala Tyr Trp Gin Lys Glu Val Arg Leu 
275 280 285 

cag etc tac cac atg gee eta gga gtg aag aag gtg etc ace tea ttc 912 
Gin Leu Tyr His Met Ala Leu Gly Val Lys Lys Val Leu Thr Ser Phe 
290 295 300 

etc etc ttt etc teg gee agg aat tgt gge eca gag agg cec agg gaa 960 
Leu Leu Phe Leu Ser Ala Arg Asn Cys Gly Pro Glu Arg Pro Arg Glu 
305 310 315 320 

agt tec tgt cac ate gte act ate tec age tea gag ttt gat gge taa 1008 
Ser Ser Cys His He Val Thr He Ser Ser Ser Glu Phe Asp Gly 
325 330 335 

<210> 2 
<211> 335 

|liiEi^2 003-3085437 
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<212> PRT 

<213> Homo sapiens 



<400> 2 

Met Glu Ser Ser Phe Ser Phe Gly Val He Leu Ala Val Leu Ala Ser 

15 10 15 

Leu He He Ala Thr Asn Thr Leu Val Ala Val Ala Val Leu Leu Leu 

20 25 30 

He His Lys Asn Asp Gly Val Ser Leu Cys Phe Thr Leu Asn Leu Ala 

35 40 45 

Val Ala Asp Thr Leu He Gly Val Ala He Ser Gly Leu Leu Thr Asp 

50 55 60 

Gin Leu Ser Ser Pro Ser Arg Pro Thr Gin Lys Thr Leu Cys Ser Leu 
65 70 75 80 

Arg Met Ala Phe Val Thr Ser Ser Ala Ala Ala Ser Val Leu Thr Val 

85 90 95 

Met Leu He Thr Phe Asp Arg Tyr Leu Ala He Lys Gin Pro Phe Arg 

100 105 110 

Tyr Leu Lys He Met Ser Gly Phe Val Ala Gly Ala Cys He Ala Gly 

115 120 125 

Leu Trp Leu Val Ser Tyr Leu He Gly Phe Leu Pro Leu Gly He Pro 

130 135 140 

Met Phe Gin Gin Thr Ala Tyr Lys Gly Gin Cys Ser Phe Phe Ala Val 
145 150 155 160 

Phe His Pro His Phe Val Leu Thr Leu Ser Cys Val Gly Phe Phe Pro 

165 170 175 

Ala Met Leu Leu Phe Val Phe Phe Tyr Cys Asp Met Leu Lys He Ala 

180 185 190 

Ser Met His Ser Gin Gin He Arg Lys Met Glu His Ala Gly Ala Met 
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195 200 205 

Ala Gly Gly Tyr Arg Ser Pro Arg Thr Pro Ser Asp Phe Lys Ala Leu 

210 215 220 

Arg Thr Val Ser Val Leu He Gly Ser Phe Ala Leu Ser Trp Thr Pro 
225 230 235 240 

Phe Uu He Thr Gly He Val Gin Val Ala Cys Gin Glu Cys His Leu 

245 250 255 

Tyr Leu Val Leu Glu Arg Tyr Leu Trp Leu Leu Gly Val Gly Asn Ser 

260 265 270 

Leu Leu Asa Pro Leu He Tyr Ala Tyr Trp Gin Lys Glu Val Arg Leu 

275 280 285 

Gin Leu Tyr His Met Ala Leu Gly Val Lys Lys Val Leu Thr Ser Phe 

290 295 300 

Leu Leu Phe Leu Ser Ala Arg Asn Cys Gly Pro Glu Arg Pro Arg Glu 
305 310 315 320 

Ser Ser Cys His He Val Thr He Ser Ser Ser Glu Phe Asp Gly 
325 330 335 



<210> 3 

<211> 1008 

<212> DNA 

<213> Rattus sp. 

<220> 

<221> CDS 

<222> (1) . . (1008) 

<400> 3 

ihU^ 2003-3085437 
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atg gag tea tct ttc tea ttt gga gtg ate ett get gte etg aee ate 48 
Met Glu Ser Ser Phe Ser Phe Gly Val He Leu Ala Val Leu Thr He 
15 10 15 

ett ate att get gtt aat geg etg gtg gtt gtg get atg etg eta tea 96 
Leu He He Ala Val Asn Ala Leu Val Val Val Ala Met Leu Leu Ser 
20 25 30 

ate tae aag aat gat ggt gtt gge ett tge tte aee tta aat etg gee 144 
He Tyr Lys Asn Asp Gly Val Gly Leu Cys Phe Thr Leu Asn Leu Ala 
35 40 45 

gtg get gat aee ttg att gge gtg get att tet ggg eta gtt aea gac 192 
Val Ala Asp Thr Leu He Gly Val Ala He Ser Gly Leu Val Thr Asp 
50 55 60 

eag etc tee age tct get eag eac aea cag aag ace ttg tgt age ett 240 
Gin Leu Ser Ser Ser Ala Gin His Thr Gin Lys Thr Leu Cys Ser Leu 
65 70 75 80 

c^ atg gea ttc gte act tct tct gca gee gee tct gte etc acg gtc 288 
Arg Met Ala Phe Val Thr Ser Ser Ala Ala Ala Ser Val Leu Thr Val 
85 90 95 

atg etg att gee ttt gac agg tac etg gee att aag cag ccc etc cgt 336 
Met Leu He Ala Phe Asp Arg Tyr Leu Ala He Lys Gin Pro Leu Arg 
100 105 110 

tac ttc cag ate atg aat ggg ett gta gee gga gga tgc att gca ggg 384 

miE# 2003-3085437 
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Tyr Phe Gin He Met Asn Gly Leu Val Ala Gly Gly Cys He Ala Gly 
115 120 125 

ctg tgg ttg ata tct tac ctt ate ggc ttc etc eea ett gga gte tee 432 
Leu Trp Leu He Ser Tyr Leu He Gly Phe Leu Pro Leu Gly Val Ser 
130 135 140 

ata tte eag eag aee aee tae cat ggg ccc tge ace ttc ttt get gtg 480 
He Phe Gin Gin Thr Thr Tyr His Gly Pro Cys Thr Phe Phe Ala Val 
145 150 155 160 

ttt cac cca agg ttt gtg ctg ace etc tec tgt get ggc tte ttc eea 528 
Phe His Pro Arg Phe Val Leu Thr Leu Ser Cys Ala Gly Phe Phe Pro 
165 170 175 

get gtg etc etc ttt gte ttc ttc tac tgt gae atg etc aag att gcc 576 
Ala Val Leu Leu Phe Val Phe Phe Tyr Cys Asp Met Leu Lys He Ala 
180 185 190 

tct gtg cac age eag cac ate egg aag atg gaa eat gea gga gee atg 624 
Ser Val His Ser Gin His He Arg Lys Met Glu His Ala Gly Ala Met 
195 200 205 

gtt gga get tge egg ccc eea egg cet gte aat gae ttc aag get gte 672 
Val Gly Ala Cys Arg Pro Pro Arg Pro Val Asn Asp Phe Lys Ala Val 
210 215 220 

egg act gta tct gte ctt att ggg age ttc ace ctg tee tgg tct ccg 720 
Arg Thr Val Ser Val Leu He Gly Ser Phe Thr Leu Ser Trp Ser Pro 

miiE#2 003-3085437 
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225 230 235 240 

ttt etc ate aet age att gtg eag gtg gee tgc cac aaa tge tgc etc 768 
Phe Leu He Thr Ser He Val Gin Val Ala Cys His Lys Cys Cys Leu 
245 250 255 

tae eaa gtg ctg gaa aaa tac etc tgg etc ctt gga gtt ggc aac tec 816 
Tyr Gin Val Leu Glu Lys Tyr Leu Trp Leu Leu Gly Val Gly Asn Ser 
260 265 270 

ctg etc aac eca etc ate tat gee tat tgg cag agg gag gtt egg eag 864 
Leu Leu Asn Pro Leu He Tyr Ala Tyr Trp Gin Arg Glu Val Arg Gin 
275 280 285 

cag etc tge cac atg gee ctg ^g gtg aag aag tte ttt aet tea ate 912 
Gin Leu Cys His Met Ala Leu Gly Val Lys Lys Phe Phe Thr Ser He 
290 295 300 

tte etc ctt etc teg gee agg aat egt ggt eca eag agg ace ega gaa 960 
Phe Leu Leu Leu Ser Ala Arg Asn Arg Gly Pro Gin Arg Thr Arg Glu 
305 310 315 320 

age tec tat cac ate gtc aet ate age cag ecg gag etc gat ggc tag 1008 
Ser Ser Tyr His He Val Thr He Ser Gin Pro Glu Leu Asp Gly 
• 325 330 335 



<210> 4 
<211> 335 

miE#2 003-3085437 
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<212> PRT 
<213> Rattus sp. 



<400> 4 

Met Glu Ser Ser Phe Ser Phe Gly Val He Leu Ala Val Leu Thr He 

15 10 15 

Leu He He Ala Val Asn Ala Leu Val Val Val Ala Met Leu Leu Ser 

20 25 30 

He Tyr Lys Asn Asp Gly Val Gly Leu Cys Phe Thr Leu Asn Leu Ala 

35 40 45 

Val Ala Asp Thr Leu He Gly Val Ala He Ser Gly Leu Val Thr Asp 

50 55 60 

Gin Leu Ser Ser Ser Ala Gin His TTir Gin Lys Thr Leu Cys Ser Leu 
65 70 75 80 

Arg Met Ala Phe Val Thr Ser Ser Ala Ala Ala Ser Val Leu Thr Val 

85 90 95 

Met Leu He Ala Phe Asp Arg Tyr Leu Ala He Lys Gin Pro Leu Arg 

100 105 110 

Tyr Phe Gin He Met Asn Gly Leu Val Ala Gly Gly Cys He Ala Gly 

115 120 125 

Leu Trp Leu He Ser Tyr Leu He Gly Phe Leu Pro Leu Gly Val Ser 

130 135 140 

He Phe Gin Gin Thr Thr Tyr His Gly Pro Cys Thr Phe Phe Ala Val 
145 150 155 160 

Phe His Pro Arg Phe Val Leu Thr Leu Ser Cys Ala Gly Phe Phe Pro 

165 170 175 

Ala Val Leu Leu Phe Val Phe Phe Tyr Cys Asp Met Leu Lys He Ala 

180 185 190 

Ser Val His Ser Gin His He Arg Lys Met Glu His Ala Gly Ala Met 
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195 200 205 

Val Gly Ala Cys Arg Pro Pro Arg Pro Val Asn Asp Phe Lys Ala Val 

210 215 220 

Arg Thr Val Ser Val Leu lie Gly Ser Phe Thr Leu Ser Trp Ser Pro 
225 230 235 240 

Phe Leu He Thr Ser He Val Gin Val Ala Cys His Lys Cys Cys Leu 

245 250 255 

Tyr Gin Val Leu Glu Lys Tyr Leu Trp Leu Leu Gly Val Gly Asn Ser 

260 265 270 

Leu Leu Asn Pro Leu He Tyr Ala Tyr Trp Gin Arg Glu Val Arg Gin 

275 280 285 

Gin Leu Cys His Met Ala Leu Gly Val Lys Lys Phe Phe Thr Ser He 

290 295 300 

Phe Leu Leu Leu Ser Ala Arg Asn Arg Gly Pro Gin Arg Hir Arg Glu 
305 310 315 320 

Ser Ser Tyr His He Val Thr He Ser Gin Pro Glu Leu Asp Gly 
325 330 335 



<210> 5 

<211> 28 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
primer sequence 

<400> 5 
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aaaagcttcc tgcagcctcc agctctcc 



28 



<210> 6 

<211> 24 

<212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: an artificially synthesized 
primer sequence 



<210> 7 

<211> 377 

<212> DNA 

<213> Homo sapiens 

<400> 7 

cctgcagcct ccagctctcc tggtctaatg tggaaagt^ cccaggtgag ggctttgctc 60 

tcctggagac atttgccccc agctgtgagc agggacaggt ctggccaccg ggcccctggt 120 

taagactcta atgacccgct ggtcctgagg aaga^tgct gacgaccaag gagatcttcc 180 

cacagaccca gcaccaggga aatggtccgg aaattgcagc ctcagccccc agccatctgc 240 



<400> 



6 



aaccat^cc tcttctgatg cage 



24 
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cgaccccccc accccaggcc ctaatgggcc aggcggcagg ggttgacagg ta^ggagat 300 
gggctctgag actataaagc cagcgggggc ccagcagccc tcagccctcc aggacaggct 360 
gcatcagaag aggccat 377 
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